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January 7, 1997

CERTIFIED MAIL
RETURN RECEIPT REQUESTED

Mr. Peter J. Neff
President and Chief ExecutiveOfficer
Rhonc-Pouleoc,Inc.
117Campus Drive
Princeton, New Jersey 08540

Dear Mr. Neff

● During an October 16-18, 21, and 25, 1996,inspectionof your active pharmaceutical
ingredient (API) manufacturingfacilityandyour contract laboratory ~, both
in Luling, Louisiana, our investigatoruncoveredsignificantdeviations horn good
manufacturingpractices in the manufacture,control and testing of bulk Acetaminophcn

located

—.
(APAP). These deviationscause this API to be adulteratedwithin the meaning of Section
501(a)(2)(B)of the Federal Food, Drug, andCosmeticAct (the Act). Section 501(a)(2)(B)of
the Act requires that all drugs be manufactuml processed,packed,and heldaccordingto
current good mrwfacturing practices (CGMP’S).No distinction is made between active
pharmaceuticalingredientsand finishedpharmaceuticals,md fkilureof either
CGMP’Sconstitutes a failure to complywiththe requirementsof the Act.

Examplesof failure to follow CGMP’Sin theproductionof APIs include, but
to, the following:

to comply with

are not limited

1. Data is inadequateto showthat thedeionized(D.I.) water used in final isolation
and purificationsteps is suitablefor its intendd use and does notadversely akr
the quality of the API. In addition,the D.I. water system is not !kquently
sanitized and routhe microbiologic monitoringis inadquatc to ensure water
of appropriate chemicaland microbiologicalquality at all points of use.

Our inspectiondisclosed that deionizedwater is used in the Acetiophcn U.S.P.

●
manufacturingprocess to wash the centrifugewet cakes before drying and to rinse
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manufacturingequipment. DOC ID: LAPKOP-PRD4E3 states the D.L water k produced
from source water obtainedfrom the Mississippi River that is sent to ~ water
treatment facilitywhere it is filtered, clarified and stored. This clarifiedwater, rcportedy
containingsilica, metailic ions, and coljformbacteriais thensent to the demineralizedwater
treatment facility. This is again filtered, passed through a ~tion resin bed, an anion resin bed,
a mixed D.I. bed, and an uhraviokt treatment unit on-linebefore being used at the APAP
facility.

Thi3 D.I. water systemhas reportedlybeen in operationsirw 1978,but has not been validated
to show that the deionizedwater used in final isolation and purification steps is suitable for its
intendedpurposeand does not advcrsely afkct the qualky of Acetaminophen batches. In
addition, the D,I. water system is not frequently snnitized(i.e., no sanitization SOP exists) and
routine microbiologicalmonitoring is inadequateto ensure water of appropriate chernkal and
microbiologicalqualityfor usc in the APAP process. The D.L water is continuously
monitoredby an on-lineconductivitymeter and is checkeddaily for turbidity. Microbiological
monitoring, however, is limited to sampling two locationsof the D.I. water distribution loop
once per monthand testing these for coliformbacteria.

e DOC ID: LAP/SOP-PRD-002states that the D.I. water used in the APAP process must meet
the applicableEPAdrinkingwater standards. The FDA has long maintained that potable water
meeting EPA’s Nationalprimary Drinking Water Regulations(NPDW’R)is acceptable for use
in the eady chcmkd synthesisstages of an API procew, where high chemical qualky is
unnecessary. However,if wateris usedin laterprocessingsteps, such as the final wash of the
filter cake or if the API is crystallized from an aqueoussystem,the water shouldbe of a higher
chemid and microbialquality, eithermeeting or exceedingthe specificationsfor Purified
Water, U.S.P.

Becauseof the well-recognizedpotentialfor microbialgrowth in deionizes used to produce
purified water used in later isolationand purification steps,such systemsmustbc properly
validatedand cmtrofled. A typical validationprograminvolvesintensivedaily samplingand
testing of critical pointsof use for bothchemicaland microbialattributesfor 8t least one
month. In addition,the validationshould account for seasonalvarlationi in the quality of tie
source or feed water that may akr the fimction.ingand efficiencyof water pretreatment
equipmentand the deionizationrcs!n beds. Once validated, D*I.water systems require
periodic regeneration,sanitizationand microbiologicalmonitoringto ensure water of
appropriate microbiologicalqwdity at all points of use.

Please submit a writtenvalidationprotocol for the deionizedwater systcm~This protocol
should address the qualityof the feedwater,describethe pretreatmentand D.I. equipment, and
idcnti~ critical processparameters and operating ranges. It should also speci& the sampling

e and test data to be collectedto establish reproducibility
evaluate effectsof seasonalchanges. Furthermore, the

and reliability of the system and to
validationshould confirm the
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appropriatenessof alerthction levels and corrective actionstaken whenD.L watersamples
exceed microbial limits or whenobjectionableorganisms(e.g., SalmQ@& Eackkhh d,
PseudmmnasaemghmsaandS@@WKma aurm) arc rwvercd horn watersamples.

2. The changecontrol system in place is incomplete in that it does got clearly
speci~ how to evaluateall anticipatedand unanticipated changes in components,
facilities, support systems, equipment, processing steps, and packaging
materials that may affect the production and quality of the Acctam.inophenactive
phwmaccuticalingredient.

Section III of DocumentID: LAP/SOP-GMP4101,dated August 30, 199S,states that the f~st
step in the validationof processchangeh to determine if a potential action, will, in fact,
constitutea change to the processor the quality attribute of the finished product. The
documentalso classifiesGMPimpactedchanges into two types - those that are outside of
acceptedmanufacturinglimits, and those within accepted manufacturing limitsbut whichhave
some potential for impactingthe GMP. However, this document seems to addressonly
changes in process parametersand it Jacksaction steps to be taken to insure that changes arc
properly managed. Furthermore, no documentationwas provided during the inspection

e

showinghow all changesare approved,implemented,and most important,howchangesarc
evaluated to determine the impactthat these may have (i.e., carryovers of impurities) on the
Acetaminophensynthesisprocessor the quality of the final API.

To ensure a continuedstate of processcontrol, the FDAexpectsAPI manufacturersto
establish and set up a formalchangecontrol system to evaluate ail changes that may affect the
productionand control of the activepharmaceuticalingmxlicnt.These written procedures
should provide for the identification,documentation,appropriate Q.C. review and approval of
both anticipatedand unanticipatedchanges in components, facilities, supportsystems,
equipment, processingsteps, and packagingmaterials. The evaluationshoulddetermineif and
to what extent rcvalidationis neededandspeci~ additionaltesting (i.e., APIstability,
impurityprofiles, polymorphism,or otherphysicalattributes)that willbe conductedto
evaluate the potential impactof anychangeson the criticalattributesof the API,

3. Process validationstudiesdo not includedata to show that reprocessingor
reworkingoperationsfor AcetarninophcnU.S.P. WC been validatedand
resulted in batchesthat complywith all established standards, specifications,and
characteristics.

DocumentH): LAP/SOP-GMP4103,dated August 30, 1995,allows for the reprocessingor
reworkingof Acetaminophcnbatchesthat have failed to paSSproduct qualityspecificationsor
which have been returnedby customers. For example, Page 4 of the AcetaminophcnU.S.P.

m~

ValidationReport, approvedon September26, 1995, shows that Acetamino hen Lots
ailed to conformto release specifications for d Stability and.
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Limit of Color due to improper pre-treatment of the carbon tower and exhaustion of the
abon, respectively. In addition, some lots (Le~~ve~n ‘em-
duc to the presence of microscopic rnctd fragmentsor blackspecks.’

Several of these non-conformingor returned lots (i.e.-, and possibly lots-
were reprocessed, but the informationprovided does not show how these weTc

reprocessed (i.e., repeating a chemical reaction or reprocessed by physicakmanipulations).
Most important, no data was provided to demonstrate that the reprocessing step have been
subjected to appropriate validation to show that these steps consistently perform the intended
functionsand result in Ac@@nophcn batches that comply with all established standards,
specifications, and characteristics.

Pleaseprovide us with a copy of your reprocessing protocol, specific batch production records
covering the reprocessing and subsequenthandling of these batches, and the resultsof all tests
conductedon the reprocessed materialsto ensure that the reprocessingdid not adverselyaffect
the identity, strength, quality, or purity of the active pharmaceutical ingredient.

4. Validationof the APAP computerizedprocess control system is incomptcte in
that specific critical finctions have not been tested or validated. In addition,
your computer validation protocol is deficient in that it does not address change
control and/or software maintcnan=, nor does it provide for aback up system
or schedule.

Our inspection revealed that approximatelytwo thirds of the Acctaminophenfbci!itycontrols
have been switched from a pneumaticpanel controlsystemto a computerdriven system
currently using
revision and previous revisions of th
been installed
APAP computerizedprocess control system is incomplete in that specific Cdticd flmctions
have not been tested or validated. These include the reactor cuoling water flow and

ow to reactor, and the demineralized water system’s in line6 system and water conductivitymeter.

Furthermore, the computer validationprotocol fails to address process changes and sofhvarc
maintenanceand does not provide for aback up system or schedule nor spcci$ who has
authority to access specific programs or make software changes.

5. Your SOP addressing follow-upto failed analytical test results allows averaging
a single out of specificationresult with one retest result and use of this average
to determine if the API batch is in compliance with U.S.P. monograph
specifications.
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The FDA ex~ts firms to investigate laboratory out of specification(00S) test results to
dctcrminc if the 00S result maybe attributed to laboratoryerror. If attributed to the
laboratory, the 00S test resuIt should be invalidated and a retest value substituted for the
original. In addition, all test results must be retained,

The deficienciescited on the Form FIM83 (hspcctional Observations)presented at the
conclusionof the October 199Sins~tion and thoseenumeratedin this letter are not intended
to be an all-inclusivelist of deficiencies that may exist at your Luling, Iaislana fhcility. FDA
inspectionsare not intended to uncover all CGMP deviationsthat exist at a firm. We
recommendthat you conduct a complete evaluation of your ficility for CGMP compliance.

You should take prompt action to correct the above deviations. Failure to do so may result in
regulatory actions without fhrther notice. These includeseizure andor injunction. Until the
violations have been corrected and verified, this office will recommenddisapproval of all drug
applicationslisting your firm as a supplier of bulk Acctamincphcn.

You should notifi this office in writing, within 1Sworkingdays of receiptof this letter, of the
steps you havetaken to correct the noteddeficiencies, includingan explanationof eachstepbeing

9

taken to preventthe recurrence of similar deficiencies. If corrective actjon cannot be completed
with~nIS workingdays, state the reason for this delay and the time within which the corrections
wil[ be completed.

Your responseshouldbe dir-to Carolyn S. Olsen, ComplimMOfficer, U.S. Foodand Drug
Administration,4298 Elysian Fields Avenue, New Orleans, buisiana, 70122-3848, telephone
number (504)589-7166. Should you have my questionsconcerningthe contentsof this letter, or
if you desire a meeting with the agency staff, do not hesitateto contact Mrs. Olsen.

Sincerely,

J#i4i@b
$4$’4!!9p

J csEo Gamct
District Director
NewOrleans District

Enclosure: FDA-483

cc: Mr. RichardC. Wesley
APAP Plant Manager
Rhone-Poulenc,Inc.

9
PoO.Box 174
Luling, Louisiana 70070
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